A recent rise in the rates of new and recurrent Clostridium difficile infections (rCDI) has prompted interest in novel therapies including fecal microbiota transplantation (FMT). Recent studies attest to the safety and efficacy of FMT in treating rCDI with similar response rates according to routes of administration (ie, colonoscopy, nasogastric/duodenal tube, and capsules).
A recent rise in the rates of new and recurrent Clostridium difficile infections (rCDI) has prompted interest in novel therapies including fecal microbiota transplantation (FMT). Recent studies attest to the safety and efficacy of FMT in treating rCDI with similar response rates according to routes of administration (ie, colonoscopy, nasogastric/duodenal tube, and capsules). 1, 2 Patients with inflammatory bowel disease (IBD) are at particularly high risk of developing rCDI 3 ; however, little is known about the safety and efficacy of FMT in this population. Here, we present a single-center experience on the use of FMT in patients with IBD with rCDI.
Methods
We prospectively studied patients with IBD who underwent FMT for rCDI, defined by at least 2 CDI episodes at Massachusetts General Hospital. Information on donor selection, stool preparation, and transplantation using colonoscopy, nasogastric/duodenal tube, or frozen capsules has previously been reported. 2 Briefly, patients undergoing FMT received follow-up telephone calls at 1-3 days, 2 weeks, 8 weeks, and 6 months to collect information on potential side effects and recurrence of symptoms (ie, abdominal pain, frequency/consistency of bowel movements). We excluded patients with less than 2 months of follow-up. Baseline and follow-up information on demographics, medications, disease-related surgery, and microbiology data were collected through medical record review. We evaluated rates of rCDI (at 2 months) and IBD treatment escalation defined by medication changes and surgery.
Results
A total of 35 patients with median age of 43 years (range, 8-93 years) were included in this study, of which 22 had ulcerative colitis and 13 had Crohn's disease ( Figure 1 ). The most common route of FMT administration was oral via capsule (n ¼ 27; 77%) with 5 (14%) patients having previously undergone FMT. At the time of FMT, 28 (80%) patients were receiving medications for IBD including 8 patients (23%) on glucocorticoids (10-20 mg prednisone). FMT was well tolerated in all patients. Of 13 (37%) patients that underwent C difficile testing within 2 months of FMT, 1 tested positive. In regards to their IBD, 19 (54%) patients required treatment escalation: glucocorticoids (n ¼ 5; 14%), anti--tumor necrosis factor therapy (n ¼ 7; 20%), and vedolizumab therapy (n ¼ 3; 9%). Two patients required surgery (ie, diverting ileostomy, total proctocolectomy). Interestingly, 2 patients with no history of perianal disease were diagnosed with perianal abscess or fistula within 64 and 85 days of FMT; additionally, 1 patient with a history of perianal disease developed perianal abscess 47 days after FMT. Patients who had no symptoms of active IBD at the time of FMT (n ¼ 22; 63%) in general did not require treatment escalation (64%).
Discussion
In this brief report, we describe a single-center experience of FMT for rCDI in patients with established IBD. Although FMT seemed to be safe and effective for patients with IBD with rCDI, more than half of patients in our study required IBD treatment escalation shortly after FMT. Restoration of intestinal microbiota is thought to be the primary mechanism by which FMT prevents future CDI. Although FMT is highly effective in preventing rCDI, recent data in IBD, where dysbiosis has been widely reported, have demonstrated significantly lower efficacy. 4, 5 Nevertheless, among patients with IBD, FMT may be a promising therapeutic option by remedying dysbiosis partially induced by CDI. Despite this compelling rationale, we did not observe a consistent improvement in disease activity following FMT among patients with IBD with rCDI. Our data are supported by a recently published multicenter study of nearly 65 patients. 6 Fischer et al 6 reported that among 54 patients with IBD with available data after FMT, nearly 54% of patients had either no change in their symptoms or experienced worsening disease activity. Similarly, Khoruts et al 7 reported that over a quarter of patients with IBD undergoing FMT through colonoscopy experienced a clinically significant flare. Interestingly, similar to our observation that 3 patients developed rectal abscess/fistula, Moayeddi et al 4 reported 2 cases of rectal abscess in their randomized trials of FMT in treatment of ulcerative colitis. Our finding that FMT is effective in treating rCDI among patients with IBD is reassuring particularly because our study represents the largest experience with use of stool capsules. Nevertheless, the limited sample size, variations in donor/ recipient gut microbiota, and presence of significant heterogeneity within IBD population limit the generalizability of our findings.
In conclusion, we demonstrate that FMT is safe and effective in treating rCDI in patients with IBD; however, there were no significant improvements in disease-specific activity following FMT. Future studies focusing on the timing of FMT with respect to IBD disease activity may further optimize its potential benefit in this population.
